Introduction
Familial Mediterranean Fever (FMF) is the leading hereditary autoinflammatory disease, influencing more than 100.000 people worldwide (1) . The disease is characterised by autosomal recessive pattern of inheritance and episodic, self-limited attacks of fever accompanied by polyserositis (2) . Especially, populations living around the Mediterranean region, including Jews, Turks, Arabs and Armenians, are predominantly affected. Because of intercontinental travel in the last century, disease may be seen widespread (3) . The mutations, on MEFV gene encoding pyrin protein, are thought to be the cause of FMF. The mutated pyrin interactions in the cell are thought to result in an increased caspase-1 activation and interleukin (IL)-1β processing, leading to an uncontrolled inflammatory state (2) . The most important and severe complication, determining morbidity and mortality of FMF, is the development of amyloidosis. Colchicine is still the first-line treatment recommendation for preventing attacks and amyloidosis development (1) . Publications are very important for scientific development and they provide a linkage between knowledge production, understanding and usage. Assessment of a publication about a specific subject is determination of the productivity which is an important marker of scientific development. Citation is the reference of a publication by another scientific article. Citations have been used for the assessment of a scientific publication at national, international, institutional and personal areas (4) . The most influential publications are likely to be cited much more (5) . Studies investigating cumulative scientific data about a specific subject and assessing scientific publication performance are named as bibliometric analysis. Bibliometric studies help researchers monitor the literature data closely, compare the scientific performance of institutions, identify important points of research focus and guide them to design new studies (6) . FMF patients with similar genotype may express different phenotypes. Environmental variance is thought to be the contributing factor of this difference (1) . In the light of these data, appropriate diagnosis methodology, treatment modalities or preventive approach for FMF may vary between countries. This bibliometric study will reveal the tendency of countries to FMF diagnosis, treatment and follow-up. In this study, we aimed to evaluate the 100 most cited and influential publications about FMF. To the best of our knowledge, this is the first study evaluating FMF by using bibliometric analysis methodology.
Materials and Methods
This study was performed retrospectively by using "Thomson Reuters Web of Science" database in April 2016. This database was known as one of the extensive source providing bibliographical data on medical disciplines (7) . It has a wide scope of medical articles, internal consistency and variable filtering options. With the "Web of science TM Core Collection" selection and using the search term "FMF", the dataset was composed. The dataset was filtered to include the manuscripts only in the scope of "Science Citation Index Expanded (SCI-E)". The Thomson Reuters Web of Science search returned a total of 2027 publications. These publications were filtered by using "sort by" option as selecting "Times Cites -highest to lowest". The first 100 most cited publications were included in the study. The obtained dataset was then analyzed in terms of topic, abstract, journal, author, country, year and institution. In multicenter studies; the first author's name and institution was taken into account. The subjects of the most cited first 100 manuscripts were revised by reading their titles and abstracts, individually. Additionally, individual and five-year impact factor (both for the year 2016) for each journal publishing these manuscripts were recorded. 
Results
The database search returned 2027 manuscripts and the most cited first 100 papers were included. We did not filter our research by using the option "time-older to recent". Also, we did not exclude selfcitations. We have just focused on the most cited first 100 manuscript. The number of total citations ranged between 776 for Aksentijevich et al. (8) (Table 1) . When these authors who had the highest number of publications were assessed according to their countries; 3 authors were from Israel, 2 were from Turkey and the remaining authors were from the United States, France and United Kingdom. These most cited manuscripts were published in 44 journals. Seven journals among these most cited journals had an impact factor above 10 with a 4.017 median. "New England Journal of Medicine" had the highest impact factor (45.941) and "Cell" (28.779) and "Nature Genetics" (24.416) were the following highimpact journals (Table 2 ). When these journals were evaluated according to the number of total citations; "Arthritis and Rheumatism" had the most citations (1337) and "European Journal of Human Genetics" (1039) and "Cell" (776) were the following journals. We could not reach the 5-year impact factors of 6 journals from ISI Web of Knowledge database. "Arthritis and Rheumatism", "European Journal of Human Genetics" and "Seminars in Arthritis and Rheumatism" were sharing the first place according to the number of publications per journal with nine manuscripts for each. "Journal of Rheumatology" was following with 8 manuscripts and "Lancet" and "American Journal of Medical Genetics" were sharing the third line with four manuscripts per each journal ( Table 2 ). The evaluation of the 100 most-cited articles for the institutes is shown in Table 3 . "Tel Aviv University" was the first institute with 16 publications; "Hacettepe University" was the second institute with 10 publications and "Hopital Arnaud de Villeneuve, Biochemical Genetics Laboratory" was the third institute with 8 publications. Also, "Tel Aviv University" was again the first in terms of institute citation numbers with 1937 citations. "NIAMSD, Arthritis and Rheumatism Branch, Bethesda" (n=1859) and Hospital Arnaud de Villeneuve, Biochemical Genetics Laboratory (n=1560) were the following institutes. When citation numbers per manuscripts were assessed, "NIAMSD, Arthritis and Rheumatism Branch, Bethesda" was the leading institute (n=309.8) and "Hopital Arnaud de Villeneuve, Biochemical Genetics Laboratory" (n=195) and "Hadassah University" (n=138) were the following institutes (Table 3 ). Except two of them (by Chae and Tunca), the most cited 10 manuscripts were older than ten years (Table 4) . A limitation of the bibliometric analysis studies is that the older manuscripts may accrue much more citations. To avoid this bias in our study, the total citation numbers were evaluated per years. The study entitled "Ancient missense mutations in a new member of the RoRet gene family are likely to cause FMF" by Aksentijevich et al. (8) from the United States was again the first in terms of this assessment. Additionally, United States, Israel and France each had three, Turkey had only one publication among the first ten most cited manuscripts. Furthermore, five of these 10 most cited manuscripts were about genetics of FMF (Table 4) . When these publications were evaluated in terms of countries; Israel had the most cited manuscripts with 37%, Turkey and United States with 18%, France with 12%, United Kingdom with 5%, Italy and Kuwait with 2%, and other countries with 6% ( Figure 1 ). The genetics of FMF was the most widely studied topic (23/100).
There were only four multicenter studies. These studies according to their first author and title were as follows; Aksentijevich et al. (Figure 2) .
Discussion
The present bibliometric study was conducted to evaluate the most cited first 100 manuscripts in the field of FMF. The most frequent topic covered in these most influential manuscripts was the genetics of FMF, studied well with 23 publications. Israel, Turkey, United States and France were the leading countries contributing to the literature about the genetics of FMF. Although, United States is located outside the Mediterranean region, well studies have been published from these countries. Today, it is known that, FMF may be seen worldwide because of intercontinental travel (3) . Intercontinental travel may be the reason of precious manuscripts published from the United States. Furthermore, the amount of financial resources allocated for studies about the genetics of FMF in these countries, seems to be the other contributing factor. The diagnosis of FMF is based on clinical findings such as recurrent fever accompanied by polyserositis (21) . Genetic confirmation supports the clinical diagnosis. Homozygote M694V mutation is supposed to be an important risk factor for the development of amyloidosis (3, 11, 44) . The results of our study indicate that FMF genetics has been studied more than clinical trials. Although clinical findings are enough for the diagnosis, the genetics of FMF seems to be much more interesting for researchers. There are only a few multicenter studies among these most cited first 100 manuscripts (8, 12, 14, 33) . Multicenter studies, which will be conducted between all Mediterranean countries, may have more scientific value and should be encouraged. The first circumstance of worldwide scientific development is to publish manuscripts which will have numerous citations (6). The share for scientific studies allocated from the budgets of economically strong countries is much more than the other countries. This makes . Impact factor consisting of the citations of the manuscripts by the scientific community and influential manuscripts tend to receive more citations. Hence, the highimpact journals are believed to be higher quality and publish more influential manuscripts. In this study, journals with higher impact factors were (New England Journal of Medicine, Cell, Nature Genetics, Lancet, Annals of Internal Medicine) consisting only the 11% of all publications in the first 100 manuscripts. Additionally, the median impact factor was 4.017 and 53% of all manuscripts were published in journals with an impact factor under 5. The status of the manuscripts although published in low-impact journals but received many citations, tells us that the journal should not be evaluated only by its impact factor; the citation numbers should be considered also. When these 100 most cited manuscripts were ranked according to their first authors; Livneh was the first and Gershoni-Baruch, Tunca, Ben-Cherit, Ozen, Touitou, and Boot were the following most contributing authors. This author rank is strikingly correlated with the prevalence of FMF in those countries. Livneh and Gershoni-Baruch were from Israel and Ozen and Tunca were from Turkey. Accordingly, the prevalence of the disease in non-Ashkenazi Jews was between 1/256 and 1/500, and was 1/1073 in the Turkish population (3, 11, 24) . Consequently, much more manuscripts have been published from the countries where FMF was more prevalent. Tel Aviv University, Hacettepe University, Hopital Arnaud de Villeneuve, Biochemical Genetics Laboratory, NIAMSD and Arthritis and Rheumatism Branch, Bethesda were the institutions with the greatest number of publications in the top 100. We already know that the manuscript number is positively correlated with the disease prevalence. Besides this, we also know that developed countries with well equipped laboratories may be arbiter, especially about the genetic disorders. The main limitation of this type of bibliometric studies is different kind of defaults affecting the statistical results. Disproportionate citations which may arise from institutional bias, self citation, language bias or personal bias are some of those defaults. Additionally, we observed that older publications may receive more citations. To control this citation bias, the number of citations per year was calculated. This citation rate was used to rank the first 10 authors. Furthermore, we used only "Thomson Reuters Web of Science" database in our study. Although it has a wide scope of medical articles, it would be better to use more than one database. Additionally, we assume that evaluation of multicenter studies according to their first authors, is insufficient.
Conclusion
This work provides the most influential manuscripts related to FMF and serves as a guide to what makes a paper citable. "The genetics of FMF" was the most widely studied topic and Israel, Turkey, United States and France were revealed as the arbiter countries of FMF topic. In this study, we tried to attract attention to the less studied topics about FMF. Additionally, we revealed that older publications can receive more citations. Besides this, we also revealed that, developed countries with well equipped laboratories have arbiter publications about the genetics of FMF although the disease is not prevalent in their countries. Financial Disclosure: The authors declared that this study received no financial support.
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